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li Roii^er K. Dmochowski, hereby declare as Ibilows: 

(' 1 ) I im employed currenlly us a Professor in (he Dcpariinciu of Urolojiv ai Vanderbilr 
IJiiivrrsiiy in \:isliv(llv:, TtinnL^scu. I nUn urn OiieeUu i>i'llic Vanderbill Continence 
Center Vanderhik L'niversiCy. I hold the dci^rcc of Doelor of Medicine and I urn boiird- 
ccriil'ieil in iha specialty ol urolot'y. My quahtkations as an expert m the field of uroJoyy 
are detailed in an appended eifrricuhjm vi(iu' i A[»PFjNir>fX I). 

(2) I am a paid eonsultani lo the asMij[»nee of this applicaiion, Coniura Iniejnational A.'S, to 
whieh I providr. clinical irxpcri luWiw. (»n desi^'jilni; :tiid eonihuMinkicliniuiil ln:i!s fi^r 
BUI K AMID. ;i pn>spa:iiv\: Cmihini pnnliiei fur lainary irK:i>nl.inenec. I iilsu ser\e as ihc 
Medical MunikJi fot an ongoing U.S. clinical nial of 3ULKAMID, in which capacity 1 
review Mtfcty i\n\n. My i:oinpeusalion for Ihcsc scr\ ices is by arrangement involving no 
continiiency related either to the a|5plieaiion or to fhc performance or comniervial ^nccess 
of ll.KAMII). Accordingly. I have no personal interest in ihe disposition of the 
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application by rhe U.S. Patent and Trademark Orfloe (PT(» or in Uic commcrcini siatu:; of 
liULKAMlD. 

13) fn rch.linn (a il.c <ip|.iliv'.;Hiun. Ilic PTO Ik.n (vik;., ihc p^.>silion I nnik:rM;,„ci, II.hI. in x icw 
c)l (lucumenLecl usa^<? ofucoiiimide hydro^d to ircal vcsicourclenc rcilux ( VLR), a 
person knowiaijicabic in urology would hctvc been molivmcd, cirai Augu^l of 2C00 (ihe 
"erilical Jate '). to inject acrylumide hydrogel mto the oaUum oj'ihe ureiiint wiili the 
i:x|un:l:jti<,ii tlujt ilic- liydmiifl xvt>N]il iiicrun.sc resisl:iiu:c lo IIk: How ofitiiiK: irr lliu un.ihvu. 
thereby treating urinary incontinence (Ul) in rhe manner of a bulkini; ageni. Thus, I 
understand the KiO's position to Ix^ that the documented usage ol a bulking agent, such 
:is polym:ryl;iirri<lv: hy<lr<>i;i:l. to lrcH( VKR vv<»uid liiivc suj^esUHk ^is ihc t:riliv:;il (]<.((;, 
usiu.c'sHicli bulkinii agent to treat UI. 

(4) Fur ihi: io?isons clahoialcd l>olo\v\ houcvoi, 1 hclievo that iluyse tatnili^n wiih tlie iwo 
conditions. VT:i< and UI. would not have made ihii; generalisation, ct priori, in view of 
tilt; diaiTLMices f>ctweu-ri (A) iIk; MClivc furiLhori nl'llu: im:k:i m:ny tho uri:h:n)vi:sii:;il 
j'jnclion I l: VJ), where introdiieiion ofbuiking agem can ameliorate VUR, and (B) the 
junction of the urethra ai the level of the miernal sphincter, wjicrc multiple factors 
iiffeeiinj- lU are ijoi predimably addressed by simply iiilroduchiy a bulking auenl. 

(51 -J he ureter is a mu,sciilar lube through which urme pusses. from the kidnevs lo the bladder. 
a1 tlte poiitf orrltc uielcml <ipauni;,. Soc Hpperuled FrOURF I. Tlu: I fV.T is limiial hy 
invesimen* of the muscular walls of the urcfer into the wail of Ihc bladder, as FIGURQ 2 
bhow$ in the sclicnuuic crosr^ section, 

(6) I l(tdt;i inxdiiil condi(i<ms. when u bohis of uiiire is pro[)itljscil lUnnn-h iiuiseulnr 

contraction disially at the level of the UVJ, the pressure of this bolus must exceed Ihe 

pa.sMvi: purssuu: ofllu: intravt:sii:«l ltiim:it foi nriiu: lo pass rliroutih llu: l.'V.I and into thi: 
bladder. Under normal circtim.slances, the contraction wave of the mtiscular coniraclion 
of ihc uivJlei is ;ihle to pfopuisc the ni ine Imhis tlisUilly. This pu^.sufo e>!u;eds iho 
pressure in bladder and forces the urine through the UVJ. There h a small contracted 
ureteral nngjust proxmia! lo the ureteral orifice at the lA'J. which helps with anti-retlux, 
/ i< . wilh prevcniioii of urine from goin;* \n the. oppusile dirceiion up lo Ihe kidney, at ihis 
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level. A$ (he urine bolus enters ihe.bhidclcr, iho ureter rutrv)i:is 'avm'\\\ wiihiu its slicaih, 
U-U;M:o|)iii^ l.lic iitcici ;riiul. hence, decreasing resistance to flow und fficiliiaiinvi urine 
passaue into rhc bkuldcr This is :in »cliv\: rrii:i:li:iiiiMii, rsMiril.iidly m cnnduuLiun of 
muscuUir contrijctioii ihrouuh the walls of the liVJ, propuising a bolus of urine (hroui^h 

(7) If (here is an inabiiiiy of a contraction wave to oc-cJude the ureter completely, then uriiu: 
niiiy How in llu: oppositir dinxtioii Ih)mi ntiiiiKd, a phenomenon that characterizes VLK. 
'I his also occurs in situations where the UVJ is patlioloyieally wice or wc:ilily 
coiiinicluii^. hi each uistance, there is a iailure at this level to propa^iaic the ixbovc 
meniioncd muscuhir eonlraelion. 

(i<) Introduction of a hulkini: aiicnt into the ureter at ihe IJVJ was >u\ nppvavu-.h^ known iW llu: 
v:mIu:mI d/iie, h)i iiuiiting VIJK by atcreasing pressure on the ureter, thereby eliminating 
the reverse urine flow thai chanictcrizes VUll. hi other words, this H[.)i,irunc:h nimedii'ites 
a ^in^le physical dysfunction, failure of muscular contrnciion at the L VJ, by mean.s of a 
physics! support for llie uielei :n iUhI. level. 

(Si) In ihc UI context, by contrasi. ihe runciion of the inlenud s[ihineu:r of the uiellna. (he 
muscle thai constricts the miernai urethra) orihee (sec 1 JGUKl: 1), is for tonic closure, 
thouj^ht to be mediated both by neural and muscular conditions. Under no cireumsiKuees 
is ?\ w:tve of nnseuhir eoniraclion piopaealed to the urethra trom the bladder. Raihci% the 
function of the urethra is to form a bolster or closure mechanism, mueh like a washer in a 
laucel., ftir pnr|M>ses of prevention of urine flow throuijh the lumen of the urethra, 

(10) ( Imlei ni>iiii^tl eiieuiiistfjiiees in a conliiieni patient, urination begins via short-segment 
neural activhy, w-hich causes the smooth musele of Ihc sphineler lo relax :iiid m ini: lo he 
jiropHj.»aie<l liiroiijj.li ihc hiincn by the pressme generated t>y more proMmal bladder 
conli-aciion. hi a patient who i^ul'kri^ from UI. ihc overall elosurc !_ii:ni:rai<-<l by ihe 
coaptation of the muscle ts less, due lo inu-msic muscular damac^c, intrinsic neural 
d;ir:i:t[;i:, or a eoruhinuiiun of Inidi. such Ihiit (he closure mechanism ofthe urethra is 
weaker ariil passive h^ss of urine can occur due ro tjruvilational and-'or elTori-rcIaietl 
eveiMs. 
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(11) Unlike ihc siluniion ofihc urcicr in VUR, Ihcrcforc, Uic clo^iurc mcchani^im oflhc urcthru 
is nul j>iiicly rnn.scul^r. R-Mhvs, llic ovomll closure iricotiajnsjii iiUo involvu.s k rich 
vasciilaiurc or blood vessel vein plexus, as u'cll as ihc actual mhicosu or cpiihclial lining; 

ol ilic urethra. |Wcia. 1992; deOruui el nL 199.-?. Siil;k>m cm al, 1997. Yusli ..n and 

cicGrovii 1997] Tluus. wfl ihrce Pdclors can Ix^ involvod in ibc urclhr<il closnrc mcc-hiinism. 
in sharp coriirusi lo Ihc urcicr. which ly purely u muscular siruciurc and dependent on the 
piDpulsion olholuses ufuiinc pjO[?agaiiiiLi thi(njk>Ii iIil' men (irilie I JVJ. 

n2) DysfuniMiin) in llii: in<;lliinl cIumim: fnci:hanisin. inanilbslcd a^ IX likewise is cflcclc-d by 
an interaciioii of ihrce luciors mentioned above. The resultant complexily oi* Ul etiology 
inuicrcut^ any reasonable cxpcciaiion, a prion, ihiU t'l could be ireaied by means of a 
simple physical expediency, namely, introdiicm.Li bulking a.cent into the virethra. [In fact , 
prior Ul Ihe iiiiliul use orTeihiri. biilkiiiv^ urilu: nrclluid linielidn >nul iIk: litrl thai simple 
passive resistance vepresenis only one componeiu ofureihral function, hulking was not 
considered a reasonahic optton ior loss ol nreilnnl lunctiounl inUvriiy, ( Y-rtaiuly 
obstrixMion of ihc urethra could be obtained with any material however rhe dual qualities 
ot passive resistance durmg filling without active obstruction during voi<liMtr seemed to 
be unailainabic wiih maicrials jjcience of that time. The expanded use of bovine collagen 
in the mul lo late nineteen nmeties was the first geneiah/ed use uf a material fut ihis 
pmpose with jjroven suecuss.| 

(r>i Fcir ilu: reasons si^^icd above. I eoneltide thai a person wiih a background in urolot;y 

would have understood, al ihc crilical date, that the active function of'lhe ureter near the 
L:VJ differs rundanutjuwlly from Ihe funelion of (he urethra al ihe level oflhc internal 
sphincter, and that this difference underscores a corresponding delineation between the 
aysfiineliurisies|Xiri.sil)le fin VI JR and (Ji, nTSfuielively. Ry virliu; i)f lliis dclincalioit 
moreover. I liclieve that such a person would nor have ^generalized froi^^ (i) dc»cumen(cd 
usajie Ufa bulking agent for treating VL l< to (ii) a suggestion oi'usmg such bulking ageiu 
10 lri:al Ul 

(14) I further declare that all the statements made herein of my own knowledge are true and 
ihal all slaicmenis made on information and belief are believed lo be ime; and further, 
that these staiemems are made with the knowledge thai winfld false statements are so 
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made punishable by nne or imprisunmcm, or Ixnh, under Secnou 101 ofJitle 18 otthc 
Oiiilod SlHk^s Mild Ihal siK'.h wilKnl liiUv-. s[;Wi:n:i:ni.s nmy jrnp^jnii/i: llu^ v;iliafly of 

ihe application or my p:ueni issuini^ thereon. 

Duicd; /7 l .^o/^ _ 

Rujucj'H. Umochowski. M.U. 
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Wciri '\'ruromuscular dysfunction of tfw lower urhuay tracf. 

In: Wulsh F'C. llclik Ali, Sumicy TA, VauL'linn 1:1). cd. CiimphdlWJmhgyK <')^'' ed.. 
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